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ABSTRACT : 

Disclosed herein are nucleic acid sequences that encode novel polypeptides. Also 
disclosed are polypeptides encoded by these nucleic acid sequences, and antibodies, 
which immunospecifically-bind to the polypeptide, as well as derivatives, variants, 
mutants, or fragments of the aforementioned polypeptide, polynucleotide, or antibody. 
The invention farther discloses therapeutic, diagnostic and research methods for 
diagnosis, treatment, and prevention of disorders involving any one of these novel 
human nucleic acids and proteins. 
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recombinant techniques are disclosed. Also disclosed are methods for utilizing EphA9 
polypeptides and polynucleotides in diagnostic assays. 
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The present invention provides novel nucleic acids, novel polypeptide sequence 
encoded by these nucleic acids and uses thereof. 
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ABSTRACT: 

Disclosed herein are nucleic acid sequences that encode novel polypeptides. Also 
disclosed are polypeptides encoded by these nucleic acid sequences, and antibodies, 
which immunospecifically-bind to the polypeptide, as well as derivatives, variants, 
mutants, or fragments of the aforementioned polypeptide, polynucleotide, or antibody. 
The invention farther discloses therapeutic, diagnostic and research methods for 
diagnosis, treatment, and prevention of disorders involving any one of these novel 
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ABSTRACT : 

Arterial and venous endothelial cells are molecularly distinct from the earliest 
stages of angiogenesis . This distinction is revealed by expression on arterial cells 
of a transmembrane ligand, called EphrinB2 whose receptor EphB4 is expressed on 
venous cells. Targeted disruption of the EphrinB2 gene prevents the remodeling of 
veins from a capillary plexus into properly branched structures. Moreover, it also 
disrupts the remodeling of arteries, suggesting that reciprocal interactions between 
pre-specified arterial and venous endothelial cells are necessary for angiogenesis. 
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ABSTRACT: 

Arterial and venous endothelial cells are molecularly distinct from the earliest 
stages of angiogenesis. This distinction is revealed by expression on arterial cells 
of a transmembrane ligand, called EphrinB2 whose receptor EphB4 is expressed on 
venous cells. Targeted disruption of the EphrinB2 gene prevents the remodeling of 
veins from a capillary plexus into properly branched structures. Moreover, it also 
disrupts the remodeling of arteries, suggesting that reciprocal interactions between 
pre-specified arterial and venous endothelial cells are necessary for angiogenesis 
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ABSTRACT: 

The present invention provides a fusion polypeptide which can bind to a cell surface 
binding moiety (e.g., a carbohydrate) and serve as a ligand for a cell surface 
polypeptide, as well as a vector comprising a nucleic acid encoding for such a fusion 
polypeptide, and a host cell comprising such nucleic acid. The present invention also 
provides a composition comprising an antigen bearing target and such a fusion 
polypeptide, as well as a composition comprising a virus or a cell and such a fusion 
polypeptide. The present invention further relates to a method of modulating an 
immune response in an animal using such compositions. 
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ABSTRACT : 

The present application describes methods of inhibiting or stimulating angiogene 
in a mammal comprising administering to the mammal an effective amount of an Eph 
receptor antagonist or agonist, respectively. Articles of manufacture for use in 
relation to these methods are also described. 
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ABSTRACT: 

The present invention relates to binding pockets of receptor tyrosine kinases (RTKs) , 
The binding pockets may regulate the kinase domain of the receptor tyrosine kinases. 
In particular, the invention relates to a crystal comprising a binding pocket of a 
receptor tyrosine kinase that regulates the kinase domain of the receptor tyrosine 
kinase EphB2 . The crystal may be useful for modeling and/or synthesizing mimetics of 
a binding pocket or ligands that associate with the binding pocket. Such mimetics or 
ligands may be capable of acting as modulators of receptor tyrosine kinase receptor 
activity, and they may be useful for treating, inhibiting, or preventing diseases 
modulated by such receptors. Methods are also provided for regulating the kinase 
domain of an RTK by changing a binding pocket of the RTK that regulates the kinase 
domain from an autoinhibited state to an active state or from an active state to an 
autoinhibited state. 
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ABSTRACT : 

The present invention provides a fusion polypeptide which can bind to a cell surface 
binding moiety (e.g., a carbohydrate) and serve as a ligand for a cell surface 
polypeptide, as well as a vector comprising a nucleic acid encoding for such a fusion 
polypeptide, and a host cell comprising such nucleic acid. The present invention also 
provides a composition comprising an antigen bearing target and such a fusion 
polypeptide, as well as a composition comprising a virus or a cell and such a fusion 
polypeptide. The present invention further relates to a method of modulating an 
immune response in an animal using such compositions. 
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binding moiety (e.g., a carbohydrate) and serve as a ligand for a cell surface 
polypeptide, as well as a vector comprising a nucleic acid encoding for such a fusion 
polypeptide, and a host cell comprising such nucleic acid. The present invention also 
provides a composition comprising an antigen bearing target and such a fusion 
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polypeptide, as well as a composition comprising a virus or a cell and such a fusion 
polypeptide. The present invention further relates to a method of modulating an 
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ABSTRACT: 

Compounds, compositions and methods are provided for modulating the expression of 
Ephrin-B2. The compositions comprise oligonucleotides, targeted to nucleic acid 
encoding Ephrin-B2 . Methods of using these compounds for modulation of Ephrin-B2 
expression and for diagnosis and treatment of disease associated with expression of 
Ephrin-B2 are provided. 
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ABSTRACT; 

The present invention relates to methods and compositions designed for the treatment, 
management, or prevention of cancer, particularly, metastatic cancer. The methods of' 
the invention comprise the administration of an effective amount of one or more 
antibodies that bind to and agonize EphA2, thereby increasing EphA2 phosphorylation 
and decreasing EphA2 levels in cells which EphA2 has been agonized. The invention 
also encompasses antibodies that preferentially bind an EphA2 epitope exposed on 
cancer cells but not non-cancer cells. The invention also provides pharmaceutical 
compositions comprising one or more EphA2 antibodies of the invention either alone or 
in combination with one or more other agents useful for cancer therapy. 
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ABSTRACT : 

EphA9 polypeptides and polynucleotides and methods for producing such polypeptides by 
recombinant techniques are disclosed. Also disclosed are methods for utilizing EphA9 
polypeptides and polynucleotides in diagnostic assays. 
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ABSTRACT : 

Disclosed herein are nucleic acid sequences that encode novel polypeptides. Also 
disclosed are polypeptides encoded by these nucleic acid sequences, and antibodies, 
which iminunospecifically-bind to the polypeptide, as well as derivatives, variants, 
mutants, or fragments of the aforementioned polypeptide, polynucleotide, or antibody. 
The invention farther discloses therapeutic, diagnostic and research methods for 
diagnosis, treatment, and prevention of disorders involving any one of these novel 
human nucleic acids and proteins. 
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ABSTRACT; 

The present invention relates to methods and compositions designed for the treatment, 
management, or prevention of cancer, particularly, metastatic cancer. In one 
embodiment, the methods of the invention comprise the administration of an effective 
amount of an antibody that binds to EphA2 and agonizes EphA2, thereby increasing 
EphA2 phosphorylation and decreasing EphA2 levels. In other embodiments, the methods 
of the invention comprise the administration of an effective amount of an antibody 
that binds to EphA2 and inhibits cancer cell colony formation in soft agar, inhibits 
tubular network formation in three-dimensional basement membrane or extracellular 
matrix preparation, preferentially binds to an EphA2 epitope that is exposed on 
cancer cells but not non-cancer cells, and/or has a low K. sub. off, thereby, 
inhibiting tumor cell growth and/or metastasis. The invention also provides 
pharmaceutical compositions comprising one or more EphA2 antibodies of the invention 
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either alone or in combination with one or more other agents useful for cancer 
therapy . 
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ABSTRACT : 

Arterial and venous endothelial cells are molecularly distinct from the earliest 
stages of angiogenesis . This distinction is revealed by expression on arterial cells 
of a transmembrane ligand, called EphrinB2 whose receptor EphB4 is expressed on 
venous cells. Targeted disruption of the EphrinB2 gene prevents the remodeling of 
veins from a capillary plexus into properly branched structures. Moreover, it also 
disrupts the remodeling of arteries, suggesting that reciprocal interactions between 
pre-specified arterial and venous endothelial cells are necessary for angiogenesis. 
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ABSTRACT : 

The present invention provides a method for initiating, promoting and/or directing 
cell attachment to a matrix or to another cell, comprising contacting an EphB 
receptor-expressing cell with a tetrameric EphB receptor-binding ligand, whereby 
binding of the tetrameric ligand promotes multimerization of the EphB receptor, 
thereby initiating, promoting and directing cell attachment to a matrix or to another 
cell. Also provided is a method for promoting angiogenesis , comprising contacting 
EphB receptor-expressing cells which are associated with angiogenesis with a 
multimeric EphB receptor-binding ligand, whereby binding of the tetrameric ligand 
promotes multimerization of the EphB receptor, thereby promoting angiogenesis. 
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ABSTRACT : 

Manipulation of the EphB6 receptor and its active Eph partners allow for regulation 
of T cell responses, including TCR signalling, T cell proliferation, and induction of 
T cell death. Methods of modulating EphB6 are described as well as various 
therapeutic applications. 
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TITLE: Identification of modulatory molecules using inducible proraoters 
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ABSTRACT : 

Methods for identifying an ion channel modulator, a target membrane receptor 
modulator molecule, and other modulatory molecules are disclosed, as well as cells 
and vectors for use in those methods. A polynucleotide encoding target is provided in 
a cell under control of an inducible promoter, and candidate modulatory molecules are 
contacted with the cell after induction of the promoter to ascertain whether a change 
m a measurable physiological parameter occurs as a result of the candidate 
modulatory molecule. 
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ABSTRACT : 

Methods of determining whether a sample includes one or more analytes, particularly 
proteinaceous analytes, of interest are provided. In the subject methods, an array of 
binding agents, where each binding agent includes an epitope binding domain of an 
antibody, is contacted with the sample. In many embodiments, contact occurs in the 
presence of a metal ion chelating polysaccharide, e.g., a pectin. Following contact, 
the presence of binding complexes on the array surface are detected and the resultant 
data is employed to determine whether the sample includes the one or more analytes of 
interest. Also provided are kits, systems and other compositions of matter for 
practicing the subject methods. The subject methods and compositions find use in a 
variety of applications, including proteomic applications such as protein expression 
analysis, e.g., differential protein expression profiling. 
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ABSTRACT : 

The instant invention provides methods to determine the phosphorylaion status or 
sulfation state of a polypeptide or a cell using mass spectrometry, especially ICP- 
MS. The invention also provides methods for identifying a substrate for a kinase 
using mass spectrometry. The invention further provides business method to conduct c 
drug discovery business. The invention further provides methods to determine the 
kinase activity of a peptide (such as a kinase), or the phosphatase activity of a 
peptide (such as a phosphatase). The invention further provides methods for 
identifying an inhibitor or an agonist of the kinase activity of a kinase, or an 
inhibitor or an agonist of the phosphatase activity of a phosphatase. 
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US-CL-CURRENT: 42 4 / 146. 1 
ABSTRACT: 

Arterial and venous smooth muscle cells are molecularly distinct from the earliest 
stages of angiogenesis through to adulthood. This distinction is revealed by 
expression on arterial cells (e.g., arterial endothelial cells, arterial smooth 
muscle cells) of a transmembrane ligand, called EphrinB2 whose receptor EphB4 is 
expressed on venous cells. Targeted disruption of the EphrinB2 gene prevents the 
remodeling of veins from a capillary plexus into properly branched structures 
Moreover, it also disrupts the remodeling of arteries, suggesting that reciprocal 
interactions between pre-specif led arterial and venous cells are necessary for 
angiogenesis. Expression of EphrinB2 in arterial cells (e.g., arterial endothelial 
cells, arterial smooth muscle cells) can be used to advantage in methods for 
targeting agents and/or encoded polypeptides to arterial smooth muscle cells, 
altering angiogenesis, assessing the effect of agents on arterial smooth muscle 
cells, Identifying arterial smooth muscle cells, isolating arterial smooth muscle 
cells and production of artificial vessels, for example. 
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ABSTRACT : 

Arterial and venous endothelial cells are molecularly distinct from the earliest 
stages of angiogenesis . This distinction is revealed by expression on arterial cells 
of a transmembrane ligand, called EphrinB2 whose receptor EphB4 is expressed on 
venous cells. Targeted disruption of the EphrinB2 gene prevents the remodeling of 
veins from a capillary plexus into properly branched structures. Moreover, it also 
disrupts the remodeling of arteries, suggesting that reciprocal interactions between 
pre-specified arterial and venous endothelial cells are necessary for angiogenesis. 

42 Claims, 3 Drawing figures 
Exemplary Claim Number: 1 
Number of Drawing Sheets: 1 
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The 



present invention provides methods for screening an EphB receptor or an EphB 
receptor-binding ligand for the ability to promote a selected biological activity 
when in multimeric form. The invention also provides methods for initiating 
promoting, directing, or inhibiting biological activities that involve Ephfi' receptors 
and/or EphB receptor-binding ligands . The invention further provides compositions 
that can be used in the foregoing methods. 



8 Claims, 9 Drawing figures 
Exemplary Claim Number: 1 
Number of Drawing Sheets: 7 
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ABSTRACTED- PUB-NO: WO 200244732A 
BASIC-ABSTRACT: 



NOVELTY - Diagnosing (Ml) the presence of or predisposition for allergic diseases 
using expression profiling images (EPI), involves contacting ligands such as mRNA 
isolated from activated lymphocytes with set of iirmobilized receptors which represent 
set of genes coding for gene products involved with presence of specific allergic 
diseases to be diagnosed, and creating an EPI, which allows for the diagnosis of the 
allergic disease. ^ 

DETAILED DESCRIPTION - (Ml) involves: 

in vitro activating lymphocytes or monocytes/macrophages obtained from whole blood of 
an individual to be diagnosed for the presence of or predisposition for specific 
allergic diseases; 

(a) providing ligands such as mRNA, oligonucleotides, cDNAs, proteins or their 
functional fragments, isolated or generated from the lymphocytes or 
monocytes /macrophages; 
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(b) contacting the ligands with a set of immobilized receptors such as 
oligonucleotide or cDNA probes and antibodies or their functional fragments, 
specifically representing a respective set of genes coding for gene products such as 
EpCAM, DNAM, Endoglin, Flt-3/Flk-2 R, c-met, MPL R, MSP R, IL-18 R Tie-2 
fractalkine, HCC-4, 1-309, Agouti-related transcript, PREF-1, SARP-3, Urokinase R 
MMP-15, EBAF, TRAIL R2, amphiregulin, betacellulin, Cripto, erbBl, erbB3, TGF- 
alpha , ephrin-Al, ephrin-A2, EphAl, EphA2, EphA3, EphA4, EphB4, EphB6, BDNF, CNTF 
GDNF, GFR alpha 1, GFR alpha 2, Neuropilin-1, NGF R, ICAM-1, Angiogenin, VEGF, VEGF- 
8, VEGF-D, CD34, SLAM, eolakin-2, IL-8, MlP-ld, MCP-4, MDC, midkine, TARC, Flt-3 
ligand, G-CSF, GM-CSF, c-kit ligand, leptin, oncostatin M, osteopontin, PP14, SARP-1 
follistatin, IGF binding protein, Epo R, G-CSF-R, lL-11 Ra, IL-15 Ra, eNOS, MMP-12 ' 
mhibin A (a subunit) , 4-lBB, CD30, FasL, TRAIL R2, GM-CSF Rb, IFN-a/b Rb, IGF-I r' 
c-kit, M-CSF R, FGF acidic, FGF-3, FGF-4, FGF R2 , FGF R3, integrin-a5, IL2-IL7, IL- 
10, lL-11, IL-1 RII, lL-2 Ra, IL-2 Rb, IL-2Rg, GADPH, their allelic variants or 
mutants, involved with the presence of or predisposition for specific allergic 
diseases to be diagnosed, and qualitatively and quantitatively detecting the presence 
of bound ligand/receptor complexes to obtain an EPI being representative for the 
current status of the individual to be diagnosed; 

(c) comparing the EPI obtained with the EPI(s) of normal individuals and/or with the 
EPI(s) of individuals having a predisposition for or suffering from specific alleraic 
disease (s) to be diagnosed; and ^ 

(d) excluding or diagnosing suspected allergic disease (s) or a predisposition on the 
basis of the results of the comparison obtained. 

INDEPENDENT CLAIMS are also included for the following: 

(1) screening assay (M2) for evaluating the allergenic and/or anti-allergic potential 
of analyte substances using EPIs, by in vitro activating lymphocytes or 
monocytes/macrophages, preferably using standardized to represent a baseline EPI 
characteristic for a normal's status, incubating the activated lymphocytes or 
monocytes/macrophages with an analyte substances to be evaluated for its their 
allergenic and/or anti-allergic potential, carrying out steps (c) and (d) as above, 
and evaluating the allergenic and/or anti-allergic potential of the analyte 
substances by comparing the EPI obtained with the EPI generated from normal 
individual, or preferably by directly analyzing the EPI obtained; and 

(2) diagnostic tool suitable for use in (Ml) or {M2) , comprising on its surface a set 
or immobilized receptors as above. 

USE - (Ml) is useful for diagnosing the presence of or predisposition for allergic 
diseases such as allergic asthma, allergic rhinitis, food allergies, anaphylactic 
shock risk, atopic dermatitis, immediate-type allergic reaction and insect allergies 
{M2) IS useful for evaluating the allergenic and/or anti-allergic potential of 
analyte substances (claimed) . 
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ABSTRACTED-PUB-NO: WO 200200926A 
BASIC-ABSTRACT: 

NOVELTY - A nucleic acid (I) comprising a sequence of at least 18 bases of a seqment 
of chemically pretreated DNA of genes (Gl) associated with signal transduction is 
new. ' 

DETAILED DESCRIPTION - A nucleic acid (I) comprises a sequence of at least 18 bases 
of a segment of chemically pretreated DNA of Gl associated with signal transduction 
according to one of the: 

(a) sequences (SI) taken from 388 sequences as defined in the specification, and its 
complementary sequences; and/or 

(b) sequences (S2) taken from genes CD20 DYRK4 (Y09305), EPHA5 (L36611) NEK2 
(Z29067), PCTK3 (X66362), PRKARlB (M65066), PRKM3 (M84490) (Z11696) , PRKMK2 (L11285) 
SH3D1B {U61167), ZAP70 {L05148), PIK3CA (NM-006218), ADRBKl (NM-001619), AKTl (NM- ' 
005163), AKT2 (NM-001526) , ARHA (NM-001664) , BMPR2 (NM-001204), CHNl (NM-001822) 
CHN2 (NM-004067), CLK3 (NM-003992), CNK (NM-004073), CSK (NM-004383), CSNKlD (NM- 
001893), CTNNBl (NM-001904), CTNND2 (NM-001332), DGKG (NM-001346), DRG2 (NM-001388) 
DVL3 (NM-004423), DYRK3 (NM-003582), EFNAl (NM-004428), EPHA4 (NM-004438), EPHB3 (NI^- 
004443), ERBB4 (NM-005235), GRB2 {NM-002086) , HCK {NM-002lToy, AATK (NM-004920) 
MADH3 (NM-005902), MAPKAPK2 (NM-004759), MAP3K3 (NM-002401), RORl (NM-005012) R0R2 
(NM-004560), PDE4B (NM-002600), PDPKl (NM-002613), B56 (NM-006245), PRKACG (NM- 
002732), PRKAGl (NM-002733), PRKARlA (NM-002734), PRKCA (NM-002737), PRKCG (NM- 
002739), PRKCZ (NM-002744), PRKGl (NM-006258), MAPKl (NM-002745), MAPKIO (NM-002753) 
MAPK13 (NM-005607), PTK2B (NM-004103), RGS7 {NM-002924), RHOK (NM-G02929), RYK (NM- 
002958), SFN (NM-006142), STATl (NM-007315), STATI2 (NM-003877), STK3 (NM-006281) 
TIAMl (NM-003253), TTK (NM-003318), TYR03 (NM-006293), UBEIL (NM-003335), YESl (Nl^- 
005433), MAP3K12 (NM-006301) and their complementary sequences. 

INDEPENDENT CLAIMS are also included for the following: 

(1) an oligomer (II) especially an oligonucleotide or peptide nucleic acid (PNA)- 
oligomer, comprising at least one base sequence of at least 9 nucleotides which 
hybridizes to or is identical to a chemically pretreated DNA of Gl; 

(2) a set of oligomers (III) comprising at least two (li); 

(3) use of a set of oligomer probes (IV) comprising at least 10 of (iii) for 
ItlV^^'^'^ the cytosine methylation state and/or single nucleotide polymorphisms 
(SNPs) in a chemically pretreated genomic DNA of Gl; 

(4) manufacturing (Ml) an arrangement of different oligomers (array) fixed to a 
carrier material for analyzing diseases associated with the methylation state of the 
CpG dinucleotide of one of the sequences of Gl, where at least one oligomer is 
coupled to solid phase; 

(5) an arrangement (IV) of different oligomers (array) obtainable by Ml; 
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(6) a DNA- and/or PNA- array for analyzing diseases associated with methylation state 
or genes comprising (I); and 

(7) a kit (V) comprising a bisulfite (=disulfite, hydrogen sulfite) reagent as well 

3S ( II ) . 

ACTIVITY - Antitumor; cytostatic. 

MECHANISM OF ACTION - Gene therapy. No biological data is given. 

USE - A set of oligomers (ill) are useful as primer oligonucleotides for the 
amplification of DNA sequences of Gl, where at least an oligonucleotide is bound to a 
solid surface. (III) or an arrangement of different oligomers (IV) is useful for 
ascertaining genetic and/or epigenetic parameters for the diagnosis and/or therapy of 
existing diseases or the predisposition to specific diseases by: 

(a) analyzing cytosine methylations, in a genomic DNA sample subjected to chemical 
treatment preferably by utilizing a solution of bisulfite, hydrogen sulfite or 
disulfite, where cytosine bases which are unitiethylated at the 5-position are 
converted to uracil or another base which is dissimilar to cytosine in terms of 
hybridization behavior; 

(b) more than ten different fragments of 100 - 2000 base pairs (bp) which are 
chemically pretreated genomic DNA are amplified using (III) preferably utilizing 
^Trl7 tl^''^ DNA polymerase in one reaction vessel by a polymerase chain reaction 

(PCR), with amplificates carrying a detectable label preferably fluorescent labels or 
radionuclides, or detachable molecule fragments having a typical mass which are 
detected in the mass spectrometer, where the fragments have a single positive or 
negative net charge for better detectability in the mass spectrometer, and the 
detection is performed and visualized by matrix assisted laser desorption/ionization 
mass spectrometry (MALDI) or using electron spray mass spectrometry (ESI); and 

(c) the amplificates are then hybridized to (III) or to (IV) and then the hybridized 
amplificates are subsequently detected, where the genomic DNA is obtained from cells 
or cellular components which contain DNA, sources of DNA comprising, for e g cell 
lines, biopsies, blood, sputum, stool, urine, cerebral-spinal fluid, tissue embedded 
in paraffin such as tissue from eyes, intestine, kidney, brain, heart, prostate, 
lung, breast or liver, histologic object slides, and all their possible combinations. 

(I), an oligomer (II), (in), (iv) or a kit (V) is useful for diagnosis and therapy 
of diseases (all claimed) such as solid tumors and cancer. 
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ABSTRACTED-PUB-NO: WO 2 00037500A 
BASIC-ABSTRACT: 

NOVELTY - A purified three dimensional structure of a polypeptide (I) corresponding 
to one or more sterile alpha motif (SAM) domains. 

DETAILED DESCRIPTION - INDEPENDENT CLAIMS are also included for the following: 

(1) a purified crystalline form (CF) of (I); 

(2) forming a CF of (I); 

(3) a potential modulator (II) of a function of a SAM domain of an Eph 
(Erythropoietin producing human hepatocellular carcinomas cell line) receptor 
identified using CF; and 

(4) a peptide (III) which mediates SAM domain function comprises WSV, SAWSV FSAW 
FSAWSV, FSAWSVGD, WSVGDWL, FNTV, FNTVDE, FNTVDEWL, TSFNTVDEWL, TSFNTV YTSFNTV 
RSEV, RSEVLG, RSEVLGVD, VPFRSEV or VPFRSEVLGW or has a formula I or II: 

(I) X-X1-X2-X3-X4-X5-X6 ; 

(II) X7-X8-X9-X10-X11-X12-X13-X14-X15-X16. 

X = defined in DEFINITIONS: Full Definitions field 

ACTIVITY - Cytostatic; immunosuppressive; vulnerary; neuroprotective; nootropic; 
antiparkinsonian; cerebroprotective, antiarthritic, antiatherosclerotic . 

MECHANISM OF ACTION - Eph (Erythropoietin producing human hepatocellular carcinomas 
cell line) receptor SAM domain modulators (claimed) . 

USE - The structural coordinates of a SAM domain or CF of (I) can be used as a model 
for determining the three dimensional structures of polypeptides with SAM domains of 
unknown structure. They are also used for identifying (Ml) a potential modulator of a 
SAM domain of a Eph (Erythropoietin producing human hepatocellular carcinomas cell 
line) receptor function which involves docking a computer representation of a 
structure of a compound with the computer representation of a structure of one or 
more SAM domains of an Eph receptor. (II) identified by the above method or a CF, can 
be used for treating a disease associated with inappropriate activity of SAM domain 
of an Eph receptor in cellular organism, such that a SAM domain function is activated 
or inhibitor to treat a cell proliferative disease such as cancer, angiogenesis, 
atherosclerosis arthritis and diseases associated with the nervous system (claimed) . 
The knowledge of the three dimensional structure of a SAM domain, in particular the 
lEhAi SAM domain enables us to identify homologues. The structure coordinates of a 
SAM domain or CF of (I) can be used for identifying additional native or mutated SAM 
domains with unknown structure, as well as the structures of co-crystals of SAM 
domains with compounds such as modulators. The structure coordinates and models of a 
SAM domain three dimensional can also be used to determine solution-based structures 
Of native or mutant SAM domains. The structural coordinates of a SAM domain structure 
may be applied to nuclear magnetic resonance (NMR) data to determine the three 
dimensional structures of polypeptides. The rational design and identification of 
modulators of SAM domains can be accomplished by utilizing the atomic structural 
coordinates that define SAM domain's three dimensional structure. The new peptides 
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(III) may be used to identify lead compounds for drug development. A comparison of 
the structure of peptides similar in sequence but differing in the biological 
activities they elicit in target molecules can provide information about the 
structure-activity relationship (SAR) of the target. Information obtained from the 
examination of SAR can be used to design either modified peptides or other small 
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